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Additional Results
Approximating the tail probability of the LT score for the three letter alphabet case (t=0.5)
In this additional file, we compare the approximate p-value with the simulated p-value for the three letter alphabet case with t = 0.5. We pre-calculate σ d X d Y = √ 0.92. Table SS1 gives the approximate tail probability (p-value) (2nd column) and the simulated probability P (LT (0)/ √ 0.92n ≥ x) (3rd to 9th columns) for different numbers of time points when D = 0. Starting from n = 20 time points, the approximate tail probability is close to the simulated probability when the approximate p-value is less than 0.05 in the sense that the first non-zero decimal of the approximate p-value is mostly the same as that from the permutational p-value. Like the t = 0 case, the approximate tail probability is slightly larger than the simulated values when D = 0 (see Table S1 ) and similarly for D = 1, 2, 3 (see Tables S2-S4 ). Again, it will be slightly conservative in declaring significant associations if we use the approximate tail distribution to calculate the p-value.
We next see how p-values (P theo ) derived from our approximation compare to that from permutation (P perm ) given the same simulated time series data. As for D = 0, starting from n = 20, points in scatter plots become concentrated on the diagonal line (where P perm =P theo ) and they become more aligned to it and permutation p-values, representing their reasonable approximation to the null distribution in spite of the inherent randomness associated with the permutation procedures. The same is true with D = 1, 2, 3 as the approximation become significantly closer to the permutation one when n increases. Though, when D = 1, 2, 3, the bias toward the upper diagonal seems more substantial and close alignment only starts at n above 30. In summary, we can see that if we are interested in statistical significance at a given type I error threshold, the approximation provides results comparable to that from permutations starting from n = 20 to 30.
Figures
Figure S1 -Comparison of P theo and P perm for simulation data t = 0.5 Figure S1 : Local trend analysis (t = 0.5). The values of P theo vs P perm for 10,000 pairs simulated data. Columns D0 to D3 are for D = 0, 1, 2, 3. Rows n10 to n100 are for n = 10, 20, 30, 40, 60, 80, 100. Tables   Table S1 -Approximate versus empirical tail probability (t = 0.5, D = 0) Table S2 -Approximate versus empirical tail probability (t = 0.5, D = 1) Table S3 -Approximate versus empirical tail probability (t = 0.5, D = 2) 0.0027 0.0000 0.0012 0.0007 0.0011 0.0007 0.0010 0.0013 3.6 0.0013 0.0000 0.0004 0.0000 0.0008 0.0006 0.0006 0.0006 3.8 0.0006 0.0000 0.0000 0.0000 0.0001 0.0001 0.0001 0.0002 4.0 0.0003 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0001 4.2 0.0001 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 Table S1 : Approximation for the tail probability of local trend score (LT score) versus the simulated probability P (LT (D)/ √ 0.92n ≥ x). The approximate probability based on equation (13) is given in the 2nd column and the probability that LT (D)/ √ 0.92n ≥ x from simulations is given in the 3rd to the 9th columns. Here, D = 0. 0.0320 0.0010 0.0128 0.0130 0.0098 0.0132 0.0170 0.0176 3.2 0.0164 0.0010 0.0047 0.0058 0.0047 0.0086 0.0087 0.0081 3.4 0.0081 0.0000 0.0013 0.0025 0.0019 0.0023 0.0037 0.0029 3.6 0.0038 0.0000 0.0005 0.0011 0.0006 0.0016 0.0027 0.0010 3.8 0.0017 0.0000 0.0001 0.0005 0.0001 0.0008 0.0011 0.0002 4.0 0.0008 0.0000 0.0001 0.0000 0.0000 0.0004 0.0006 0.0000 4.2 0.0003 0.0000 0.0000 0.0000 0.0000 0.0002 0.0001 0.0000 4.4 0.0001 0.0000 0.0000 0.0000 0.0000 0.0001 0.0000 0.0000 4.6 0.0001 0.0000 0.0000 0.0000 0.0000 0.0001 0.0000 0.0000 Table S2 : Approximation for the tail probability of local trend score (LT score) versus the simulated probability P (LT (D)/ √ 0.92n ≥ x). The approximate probability based on equation (13) is given in the 2nd column and the probability that LT (D)/ √ 0.92n ≥ x from simulations is given in the 3rd to the 9th columns. Here, D = 1. 0.0134 0.0000 0.0014 0.0035 0.0052 0.0040 0.0037 0.0065 3.6 0.0063 0.0000 0.0004 0.0015 0.0026 0.0026 0.0023 0.0027 3.8 0.0029 0.0000 0.0000 0.0007 0.0003 0.0007 0.0006 0.0011 4.0 0.0013 0.0000 0.0000 0.0000 0.0003 0.0005 0.0002 0.0004 4.2 0.0005 0.0000 0.0000 0.0000 0.0001 0.0002 0.0000 0.0002 4.4 0.0002 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 4.6 0.0001 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 Table S3 : Approximation for the tail probability of local trend score (LT score) versus the simulated probability P (LT (D)/ √ 0.92n ≥ x). The approximate probability based on equation (13) is given in the 2nd column and the probability that LT (D)/ √ 0.92n ≥ x from simulations is given in the 3rd to the 9th columns. Here, D = 2. 0.0187 0.0000 0.0018 0.0053 0.0050 0.0067 0.0059 0.0084 3.6 0.0089 0.0000 0.0009 0.0018 0.0025 0.0039 0.0034 0.0038 3.8 0.0040 0.0000 0.0000 0.0009 0.0006 0.0013 0.0014 0.0013 4.0 0.0018 0.0000 0.0000 0.0000 0.0002 0.0007 0.0006 0.0003 4.2 0.0007 0.0000 0.0000 0.0000 0.0001 0.0001 0.0003 0.0000 4.4 0.0003 0.0000 0.0000 0.0000 0.0000 0.0000 0.0001 0.0000 4.6 0.0001 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 0.0000 Table S4 : Approximation for the tail probability of local trend score (LT score) versus the simulated probability P (LT (D)/ √ 0.92n ≥ x). The approximate probability based on equation (13) is given in the 2nd column and the probability that LT (D)/ √ 0.92n ≥ x from simulations is given in the 3rd to the 9th columns. Here, D = 3.
